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In the Claims 



1. (Amended) An enhanced \M6y3 grafted antibody- 
exhibiting selective binding affinity bo a v |3 3 , or a functional 
fragment thereof, comprising a CDR sheeted from the group 
consisting of a V H CDR2 referenced /s SEQ ID NO: 104; a V H CDR3 
referenced as SEQ ID NO: 106; arjd^a V L CDR1 referenced as SEQ ID 
NO:110, said grafted antibody ^6/ functional fragment thereof 
having integrin Q£ v 33 binding activity, integrin a v 3 3 binding 
specificity or integrin a v (3 3 -/Inhibitory activity, wherein LM609 
refers to the murine antibooy having the heavy chain variable 
region amino acid sequence referenced as SEQ ID NO: 6 and the 
light chain variable region amino acid sequence referenced as SEQ 
ID NO: 8 



3. (Amended) An enhanced LI#609 grafted antibody 
having substantially the same sequenq^ as an enhanced LM609 
grafted antibody, or a functional fragment thereof, said grafted 
antibody comprising a CDR selected/ from the group consisting of a 
V H CDR2 referenced as SEQ ID N0:l/)4; a V H CDR3 referenced as SEQ 
ID NO: 106; and a V L CDR1 refeafe^fced as SEQ ID NO: 110, said 
grafted antibody or f unctionai^ragment thereof having integrin 
a v 3 3 binding activity, integr/n a v |3 3 binding specificity or 
integrin a v 3 3 - inhibitory activity, wherein LM609 refers to the 
murine antibody having the/ heavy chain variable region amino acid 
sequence referenced as SEQ ID NO: 6 and the light chain variable 
region amino acid sequer/ce referenced as SEQ ID NO: 8. 
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4. (Amended) An enhanced LM609 grafted antibody 
exhibiting selective binding affinity /to a v |3 3 , or a functional 
fragment thereof, comprising the V H JCDR1 referenced as SEQ ID 
NO: 34; the V H CDR2 referenced as SEQ ID NO: 102; the V H CDR3 
referenced as SEQ ID NO : 1 0 6 ; ^t£e/V L CDR1 referenced as SEQ ID 
NO: 108; the V L CDR2 referencdd^s SEQ ID NO: 112; and the V L CDR3 
referenced as SEQ ID NO: 90, said grafted antibody or functional 
fragment thereof having integrin a v (3 3 binding activity, integrin 
a v 3 3 binding specificity or/ integrin a v |3 3 - inhibitory activity, 
wherein LM609 refers to tme murine antibody having the heavy 
chain variable region amino acid sequence referenced as SEQ ID 
NO: 6 and the light chafin variable region amino acid sequence 
referenced as SEQ ID' NO: 8. 



6. (Amended) An enhanced LM609 grafted antibody 
having substantially the same sequencer as an enhanced LM609 
grafted antibody, or a functional fragment thereof, comprising 
the V H CDR1 referenced as SEQ ID No/34; the V H CDR2 referenced as 
SEQ ID NO: 102; the V H CDR3 refer^arT^ed as SEQ ID NO: 106; the V L 
CDR1 referenced as SEQ ID NO<108 / the V L CDR2 referenced as SEQ 
ID NO: 112; and the V L CDR3 refej^gnced as SEQ ID NO: 90, said 
grafted antibody or functional/ fragment thereof having integrin 
a v 3 3 binding activity, integran Of v 3 3 binding specificity or 
integrin a v (3 3 - inhibitory act/ivity, wherein LM609 refers to the 
murine antibody having the heavy chain variable region amino acid 
sequence referenced as SEQ ID NO: 6 and the light chain variable 
region amino acid sequence referenced as SEQ ID NO: 8. 
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7. (Amended) An enhanced LM^09 grafted antibody 
exhibiting selective binding affinity to a v |3 3 , or a functional 
fragment thereof, comprising the V H CpRl referenced as SEQ ID 
NO: 34; the V H CDR2 referenced as SEQ' ID NO: 102; the V H CDR3 
referenced as SEQ ID NO: 106; the^W CDR1 referenced as SEQ ID 
NO: 110; the V L CDR2 ref erencec^^/sEQ ID NO: 112; and the V L CDR3 
referenced as SEQ ID NO: 90, said grafted antibody or functional 
fragment thereof having integmn a v (3 3 binding activity, integrin 
a v 3 3 binding specificity or integrin a v 3 3 -inhibitory activity, 
wherein LM609 refers to the /murine antibody having the heavy 
chain variable region amino acid sequence referenced as SEQ ID 
NO: 6 and the light chain variable region amino acid sequence 
referenced as SEQ ID NO: 8 




9. (Amended) An enhanced/ LM6 09 grafted antibody 
having substantially the same sequeiice as an enhanced LM609 
grafted antibody, or a functional /fragment thereof, comprising 
the V H CDR1 referenced as SEQ ID NO: 34; the V H CDR2 referenced as 
SEQ ID NO: 102; the V H CDR3 referenced as SEQ ID NO: 106; the V L 
CDR1 referenced as SEQ ID NO:!J^0; the V L CDR2 referenced as SEQ 
ID NO: 112; and the V L CDR3^referenced as SEQ ID NO: 90, said 
grafted antibody or functional fragment thereof having integrin 
a v p 3 binding activity, integrin a v (3 3 binding specificity or 
integrin a v 3 3 - inhibitory activity, wherein LM609 refers to the 
murine antibody having ttie heavy chain variable region amino acid 
sequence referenced as £EQ ID NO: 6 and the light chain variable 
region amino acid sequence referenced as SEQ ID NO: 8. 



# 
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10. (Amended) An enhanced /LM6 09 grafted antibody 
exhibiting selective binding affinity to a v p 3/ or a functional 
fragment thereof, comprising the V H /CDR1 referenced as SEQ ID 
NO: 34; the V H CDR2 referenced as SEQ ID NO: 104; the V H CDR3 
referenced as SEQ ID NO: 106; the /v L CDR1 referenced as SEQ ID 
NO: 110; the V L CDR2 referenced/afe SEQ ID NO: 112; and the V L CDR3 
referenced as SEQ ID NO: 90, ^s^id grafted antibody or functional 
fragment thereof having inteqrin a v 3 3 binding activity, integrin 
a v p 3 binding specificity or d/ntegrin a v 3 3 -inhibitory activity, 
wherein LM609 refers to ther murine antibody having the heavy 
chain variable region amino acid sequence referenced as SEQ ID 
NO: 6 and the light chain/variable region amino acid sequence 
referenced as SEQ ID N0?8. 



12. (Amended) An enhanced/ LM6 09 grafted antibody 
having substantially the same sequence as an enhanced LM609 
grafted antibody, or a functional fragment thereof, comprising 
the V H CDR1 referenced as SEQ ID NO/: 34; the V H CDR2 referenced as 
SEQ ID NO: 104; the V H CDR3 referenced as SEQ ID NO: 106; the V L 
CDR1 referenced as SEQ ID NO:iy>/"the V L CDR2 referenced as SEQ 
ID NO: 112; and the V L CDR3 re'jE^enced as SEQ ID NO: 90, said 
grafted antibody. or f unction4l^£ragment thereof having integrin 
a v 3 3 binding activity, integrfn a v |3 3 binding specificity or 
integrin a v |3 3 - inhibitory activity, wherein LM609 refers to the 



murine antibody having the/heavy chain variable region amino acid 
sequence referenced as SBQ ID NO: 6 and the light chain variable 
region amino acid sequence referenced as SEQ ID NO: 8. 
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25. (Amended) An antibody or a functional fragment 
thereof, comprising a CDR selected from the group consisting of a 
V H CDR2 referenced as SEQ ID NO: 104; a V H CDR3 referenced as SEQ 
ID NO: 106; and a V L CDR1 referenced as SEQ ID NO: 110, said 
antibody or functional f ragmenriythereof having integrin a v (3 3 
binding activity, integrin a v (£^binding specificity or integrin 
Of v p 3 - inhibitory activity and ^exhibiting enhanced binding affinity 
to a v 3 3 compared to LM609, wherein LM609 refers to the murine 
antibody having the heavy ^chain variable region amino acid 
sequence referenced as SEQ ID NO: 6 and the light chain variable 
region amino acid sequence referenced as SEQ ID NO: 8. 




27. (Amended) An antibody, /or functional fragment 
thereof, comprising the V H CDR1 referenced as SEQ ID NO: 34; a V H 
CDR2 referenced as SEQ ID NO: 102; a/V H CDR3 referenced as SEQ ID 
NO: 106; a V L CDR1 referenced as SE£ ID NO: 108; a V L CDR2 
referenced as SEQ ID NO: 112; ^flc/ a V L CDR3 referenced as SEQ ID 
NO: 90, said antibody or functjfe^hal fragment thereof having 
integrin a v (3 3 binding activity; integrin a v (3 3 binding specificity 
or integrin a v (3 3 -inhibitory .activity and exhibiting enhanced 
binding activity to Qf v @ 3 compared to LM609, wherein LM609 refers 
to the murine antibody having the heavy chain variable region 
amino acid sequence referenced as SEQ ID NO: 6 and the light chain 
variable region amino acid sequence referenced as SEQ ID NO : 8 . 




29. (Amended) An ant/body, or a functional fragment 
thereof, comprising a V H CDR1 referenced as SEQ ID NO: 34; a V H 
CDR2 referenced as SEQ ID NQ^l02; a V H CDR3 referenced as SEQ ID 
NO: 106; a V L CDR1 reference(£as SEQ ID NO: 110; a V L CDR2 




Inventors : 
Serial No. : 
Filed: 
Page 7 



Huse and Wu 
09/339, 922 
June 24, 1999 



referenced as SEQ ID NO: 112; and a V L CDR3 referenced as SEQ ID 
NO: 90, said antibody or functional fragment thereof having 
integrin a v (3 3 binding activity, integrin a v 3 3 /binding specificity 
or integrin a v p 3 - inhibitory activity and exhibiting enhanced 
binding activity to a v 3 3 compared to LM6 09 ,/ wherein LM609 refers 
to the murine antibody having the heavy cmain variable region 
amino acid sequence referenced as SEQ Id/nO:6 and the light chain 
variable region amino acid sequence referenced as SEQ ID NO: 8. 

30. (Amended) The antibody of claim 29, wherein said 
functional fragment is selected frorr0:he group consisting of Fv, 
Fab, F(ab) 2 and scFV. L^f 

31. (Amended) An antihSody, or a functional fragment 
thereof, comprising a V H CDR1 referenced as SEQ ID NO: 34; a V H 
CDR2 referenced as SEQ ID NO: 104; a V H CDR3 referenced as SEQ ID 
NO:106; a V L CDR1 referenced as/SEQ ID NO:110; a V L CDR2 
referenced as SEQ ID NO: 112; a/hd a V L CDR3 referenced as SEQ ID 
NO: 90, said antibody or functional fragment thereof having 
integrin a v p 3 binding activity, integrin a v |3 3 binding specificity 
or integrin a v 3 3 - inhibitory /activity and exhibiting enhanced 
binding activity to a v (3 3 compared to LM609, wherein LM609 refers 
to the murine antibody having the heavy chain variable region 
amino acid sequence referenced as SEQ ID NO: 6 and the light chain 
variable region amino acid sequence referenced as SEQ ID NO: 8. 

32. (Amended) The antibody of claim 30, wherein said 
functional fragment is selected from the group consisting of Fv, 
Fab, F(ab) 2 and scFy. 
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33. (Amended) A nucleic^efid molecule having a 
nucleotide sequence selected from(^€Tie group of nucleotide 
sequences consisting of SEQ ID $FO:101; SEQ ID NO: 103, SEQ ID 
NO: 105, SEQ ID NO: 107, SEQ ID/frO:109, and SEQ ID NO: 111. 



Please add the following new claims. 



34. (New) An antibody, of functional fragment 
thereof, comprising a V H CDR1 referenced as SEQ ID NO: 34; a V H 
CDR2 referenced as SEQ ID NO : 102/{ a V H CDR3 referenced as SEQ ID 
NO: 106; a V L CDR1 referenced a/ SEQ ID NO: 108; a V L CDR2 
referenced as SEQ ID NO:112r/and a V L CDR3 referenced as SEQ ID 
NO: 90, said grafted antibody or functional fragment thereof 
having integrin a v (3 3 binding activity, integrin a v 3 3 binding 
\^_s£e^ificity or integri/n a v 3 3 - inhibitory activity. 



35<^ (New) The antibody of claim Jk^, wherein said 
functional fragment is selected from the group consisting of Fv, 
Fab, F(ab) 2 and scFV. 

3 (New) A nucleic acid encoding the antibody or 

functional fragment of claim Jtf. 

*\ ^rf* (New) The nucleic acid of claim 3^T comprising a 
V H CDR1 referenced as SEQ ID NO: 33; a V H CDR2 referenced as SEQ 
ID NO: 101; a V H CDR3 referenced as SEQ ID NO: 105; a V L CDR1 
referenced as SEQ ID NO: 107; a V L CDR2 referenced as SEQ ID 
NO: 111; and a V L CDR3 referenced as SEQ ID NO: 89. 
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38. (New) An antibody, /or a functional fragment 
thereof, comprising a V H CDR1 referenced as SEQ ID NO: 34; a V H 
CDR2 referenced as SEQ ID NO: 10/; a V H CDR3 referenced as SEQ ID 
NO: 106; a V L CDR1 referenced a£ SEQ ID NO: 110; a V L CDR2 
referenced as SEQ ID NO: 112 y and a V L CDR3 referenced as SEQ ID 
NO: 90, said grafted antibody or functional fragment thereof 
having integrin a v (3 3 binding activity, integrin ot v p 3 binding 
specificity or integri^/ a v (3 3 -inhibitory activity. 

fa (New) The antibody of claim wherein said 

functional fragment is selected from the group consisting of Fv, 
Fab, F(ab) 2 and scFV. 



"J ^6. (New) A nucleic acid encoding the antibody or 



functional fragment of claim 



7. 



% jzt '. (New) The nucleic acid of claim comprising a 

V H CDR1 referenced as SEQ ID NO: 33; a V H CDR2 referenced as SEQ 
ID NO: 101; a V H CDR3 referenced as SEQ ID NO: 105; a V L CDR1 
referenced as SEQ ID NO: 109; a V L CDR2 referenced as SEQ ID 
NO: 111; and a V L CDR3 referenced as SEQ ID NO: 89. 



42. (New) An antibody, /or a functional fragment 
thereof, comprising a V H CDR1 referenced as SEQ ID NO: 34; a V H 
CDR2 referenced as 1 SEQ ID NO:104/ a V H CDR3 referenced as SEQ ID 
NO:106; a V L CDR1 referenced as/sEQ ID NO:110; a V L CDR2 

SPh £3 

referenced as SEQ ID NO:112;&nd a V L CDR3 referenced as SEQ ID 
NO: 90, said grafted antibody or functional fragment thereof 




• 
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having integrin a v p 3 binding ^activity, integrin a v p 3 binding 
^sggaificity or integrin a v B^- inhibitory activity. 

' (New) The antibody of claim wherein said 

functional fragment is selected from the group consisting of Fv, 
Fab, F(ab) 2 and scFV. 

(New) A nucleic acid encoding the antibody or 
functional fragment of claim 

Ijh^K* (New) The nucleic acid of claim ^J¥, comprising a 
V H CDR1 referenced as SEQ ID NO:33; a V H CDR2 referenced as SEQ 
ID NO: 103; a V H CDR3 referenced as SEQ ID NO: 105; a V L CDR1 
referenced as SEQ ID NO: 10 9; a V L CDR2 referenced as SEQ ID 
NO: 111; and a V L CDR3 referenced as SEQ ID NO: 89, 




REMARKS 

Claims 1-20 and 25-33 are currently under examination, 
laims 1, 3, 4, 6, 7, 9, 10, 12, 25, 27, and 29-33 have been 
amended. New claims 34-45 have been added. Support for the 
amendments and new claims can be found throughout the 
specification and the claims as filed. Claims 3 , 6 , 9 and 12 
have been rewritten in independent form, and support can be found 
in original claims 1, 4, 7 and 10, respectively. Support for the 
amendment to claims 1, 3, 4, 6, 7, 9, 10, 12, 25, 27, 29 and 31 
can be found, for example, on page 5, lines 14-23, and page 15, 
lines 21-28. Support for new claims 34-45 can be found in 
original claims 4-12 and 27-33 and in Tables 12 and 14 on pages 




